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Food and Drug Administration, HHS § 610.15 

weight of the rabbit, except that: (i) 
Regardless of the human dose rec-
ommended, the test dose per kilogram 
of body weight of each rabbit shall be 
at least 1 milliliter for immune 
globulins derived from human blood; 
(ii) for Streptokinase, the test dose 
shall be at least equivalent proportion-
ately, on a body weight basis, to the 
maximum single human dose rec-
ommended. 

(2) Test procedure, results, and interpre-
tation; standards to be met. The test for 
pyrogenic substances shall be per-
formed according to the requirements 
specified in United States Pharma-
copeia XX. 

(3) Retest. If the lot fails to meet the 
test requirements prescribed in para-
graph (b)(2) of this section, the test 
may be repeated once using five other 
rabbits. The temperature rises recorded 
for all eight rabbits used in testing 
shall be included in determining 
whether the requirements are met. The 
lot meets the requirements for absence 
of pyrogens if not more than three of 
the eight rabbits show individual rises 
in temperature of 0.6 °C or more, and if 
the sum of the eight individual max-
imum temperature rises does not ex-
ceed 3.7 °C. 

[38 FR 32056, Nov. 20, 1973, as amended at 40 
FR 29710, July 15, 1975; 41 FR 10429, Mar. 11, 
1976; 41 FR 41424, Sept. 22, 1976; 44 FR 40289, 
July 10, 1979; 46 FR 62845, Dec. 29, 1981; 49 FR 
15187, Apr. 18, 1984; 50 FR 4134, Jan. 29, 1985; 
55 FR 28381, July 11, 1990; 64 FR 56453, Oct. 20, 
1999; 67 FR 9587, Mar. 4, 2002; 70 FR 14985, 
Mar. 24, 2005] 

§ 610.14 Identity. 

The contents of a final container of 
each filling of each lot shall be tested 
for identity after all labeling oper-
ations shall have been completed. The 
identity test shall be specific for each 
product in a manner that will ade-
quately identify it as the product des-
ignated on final container and package 
labels and circulars, and distinguish it 
from any other product being processed 
in the same laboratory. Identity may 
be established either through the phys-
ical or chemical characteristics of the 
product, inspection by macroscopic or 
microscopic methods, specific cultural 
tests, or in vitro or in vivo 
immunological tests. 

§ 610.15 Constituent materials. 

(a) Ingredients, preservatives, diluents, 
adjuvants. All ingredients used in a li-
censed product, and any diluent pro-
vided as an aid in the administration of 
the product, shall meet generally ac-
cepted standards of purity and quality. 
Any preservative used shall be suffi-
ciently nontoxic so that the amount 
present in the recommended dose of the 
product will not be toxic to the recipi-
ent, and in the combination used it 
shall not denature the specific sub-
stances in the product to result in a de-
crease below the minimum acceptable 
potency within the dating period when 
stored at the recommended tempera-
ture. Products in multiple-dose con-
tainers shall contain a preservative, 
except that a preservative need not be 
added to Yellow Fever Vaccine; Polio-
virus Vaccine Live Oral; viral vaccines 
labeled for use with the jet injector; 
dried vaccines when the accompanying 
diluent contains a preservative; or to 
an Allergenic Product in 50 percent or 
more volume in volume (v/v) glycerin. 
An adjuvant shall not be introduced 
into a product unless there is satisfac-
tory evidence that it does not affect 
adversely the safety or potency of the 
product. The amount of aluminum in 
the recommended individual dose of a 
biological product shall not exceed: 

(1) 0.85 milligrams if determined by 
assay; 

(2) 1.14 milligrams if determined by 
calculation on the basis of the amount 
of aluminum compound added; or 

(3) 1.25 milligrams determined by 
assay provided that data dem-
onstrating that the amount of alu-
minum used is safe and necessary to 
produce the intended effect are sub-
mitted to and approved by the Direc-
tor, Center for Biologics Evaluation 
and Research or the Director, Center 
for Drug Evaluation and Research (see 
mailing addresses in § 600.2 of this chap-
ter). 

(b) Extraneous protein; cell culture pro-
duced vaccines. Extraneous protein 
known to be capable of producing aller-
genic effects in human subjects shall 
not be added to a final virus medium of 
cell culture produced vaccines intended 
for injection. If serum is used at any 
stage, its calculated concentration in 
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